Introduction
Recent literature has devoted increasing attention to the clinical and psychopathological characteristics of frequent attenders (FAs), defined as those patients who report a disproportionate number of visits to their general practitioners (GPs). FAs may represent up to one-third of GP patients and can be responsible for a high burden of care, not always justified by the severity of the medical condition. FAs, in fact, frequently contact GPs, asking for inappropriate diagnostic tests and multiple prescriptions, leading GPs to spend ~80% of their time on 20% of their patients: about one in every seven consultations concerns the top 3% of FAs. 1, 2 Conversely, FAs receive prescriptions 3 Since 1970s, the FA phenomenon has attracted the interest of the scientific community regarding the application of new standards for quality/efficiency of health care and the optimization of the cost/benefit ratio in order to reduce the growing number of inappropriate medical consultations and examinations. GPs often manage patients who complain aspecific symptoms that are difficult to define according to the criteria of medical disorders, sometimes presenting chronic and recurring trends. These are "demanding" patients, both in terms of the time dedicated to them and diagnostic and therapeutic requirements (eg, instrumental examinations, specialist visits, medications), resulting in a great work overload for the physician and increased national health care spending. Why do these patients consult their doctors more than the average? This question has been addressed by a number of researchers in different parts of the world, starting from the statement that FAs perceive their physical health as more problematic, hence their disproportionate use of health care services. 4 The prevalence of FAs in the general population varies widely, from 2.7% (UK) to 59.6% (Italy), given the different methodological variables across studies (access cutoff, type of access from definition and time interval, NHS organization). 5 Although a number of studies has demonstrated the FA condition to be multifactorial. Its sociodemographic (age, gender, educational level, marital status, employment, economic conditions) and clinical determinants (physical diseases, mental disorders) seem to be more strictly related to the status of FAs itself. 6 A previous investigation in Italy showed that the incidence of the FA condition varies in different age groups, with dual rates in the upper age group of patients over 60 years compared to those in the age group between 14 and 59 years. 7 Female gender, low levels of education and income, and marital status of divorced or widowed have also been frequently found in FAs. 5, 6, 8 Some authors specify how these patients often report precarious socioeconomic conditions in the absence of adequate social support, are frequently single and unemployed, and live in the suburbs. 5, 9, 10 A study by Buja et al 11 suggests a causal relationship between low levels of education and/or financial need and perceived health: patients with these socioeconomic characteristics emerged as less inclined to appropriate assessment of their health status, unable to avoid consultations for minor ailments. Other recent studies, however, reported conflicting results: Gomes et al 12 reported 75% of FAs to be married or cohabiting, with employment rates exceeding those of unemployment rates (46% vs 10%). Multiethnicity and integration difficulties also seem to play a relevant role: one UK study found that immigrants from South-East Asia and Africa are more likely to fall within the definition of FAs compared to UK residents. 6 However, specific sociodemographic factors have been detected only in 40%-59% of cases, while most of the studies focus more on the physical symptoms complained of (54%-71% of cases) and on the comorbid mental disorders (58%-70% of cases). 3 Several authors have pointed out high rates of psychiatric comorbidity among FAs, particularly anxiety disorders, depressive disorders, and somatic symptom disorders (SSDs), in various combinations. 5 According to some authors, the anxiety and/or depressive symptoms found in these patients would be among the factors that contribute most to the probability of taking time off from work. 13 While acute stress resulted in an increased attendance to GP practices, temporary somatic and psychiatric diseases were considered the fundamental reasons for this particular style of consultation.
14 Frequent attendance by multi-problem patients with undetected psychiatric comorbidity may trigger many consultations and lead to ineffective health care and persistent frequent attendance. 15 Considering the multifactorial etiology of the condition of FAs, it is clear that the clinical presentation is often heterogeneous, characterized by a large number of nonspecific physical symptoms and co-occurring chronic illnesses: somatic symptoms account for .50% of all outpatient visits, with an estimated 400 million clinic visits in the USA alone each year. 5, 16 Kroenke and Mangelsdorff 17 showed that for some of the most common symptoms such as chest pain, fatigue, dizziness, headache, and dyspnea, it is only in between one-tenth and one-fourth of cases that an organic etiology can be found, and for this reason, these symptoms have been called medically unexplained symptoms (MUS). These complaints and syndromes tend to be associated with increased medical visits, improper medical tests, and the performance of procedures for ruling out organic causes that may result in iatrogenic complications. 18 The detection process is very costly and results in heavy reliance on health care resources. [19] [20] [21] FA patients often complain of somatic symptoms that reduce their global functioning levels: in these patients, in fact, quality of life is impaired by reduction in work and social functioning, which has also an economic impact in terms of loss of working days and waste of health care resources. 4, 6, [22] [23] [24] However, data about the specific clinical characteristics of low functioning (LF) vs high functioning (HF) in FA patients are lacking. 
117
Frequent attenders in general medical practice in italy
The aim of the present study was to explore sociodemographic and clinical characteristics, including somatic and psychiatric comorbidities, in a population of Italian FAs attending GP surgeries in three towns of Tuscany (Pisa, Lucca, and Livorno), with particular attention to the relationships between the perception of their own physical and mental health, and global functioning. Data on current and past psychopharmacological treatments were also explored.
Patients and methods
A sample of 75 FAs was consecutively recruited among patients attending GP surgeries in three towns of Tuscany (Pisa, Lucca, and Livorno), Italy. According to literature data, frequent attendance was defined on the bases of having consulted a GP at least 15 times within 1 year (2015). Despite variations in the required number of visits for the definition of frequent attendance ranging from 4 to 15 annual visits, the most widely used definition in general practice is between 10 and 15 consultations over a 12-month period. 6, [25] [26] [27] [28] [29] Hence, these outpatients were classified as FAs according to the criteria of at least 15 GP visits during the year 2015.
Inclusion criteria were age between 18 and 70 years, at least 15 GP visits during the year 2015, the ability to understand the purposes and procedures of the study, and agree to participation by signing a written informed consent. Exclusion criteria included the presence of serious medical conditions such as to justify the regular attendance in the opinion of the GP and psychotic symptoms.
The study was conducted in accordance with the Declaration of Helsinki. The ethics committee of the Azienda Ospedaliero-Universitaria Pisana and the ethics committee of General Practitioners of Azienda Sanitaria Locale 5 Pisa (Italy) approved all recruitment and assessment procedures. Eligible subjects provided written informed consent, after receiving a complete description of the study and having the opportunity to ask questions. Subjects were not paid for their participation according to Italian legislation.
GPs were proposed to all patients who accessed their primary care centers and who respected the inclusion criteria to participate in the study. All patients who agreed were immediately interviewed in GPs' outpatient clinics by residents in psychiatry and psychiatrists of the University of Pisa and at the same time filled in self-report questionnaires. Assessment instruments included the following: a data sheet for the collection of sociodemographic data and psychiatric history including personal and family psychiatric history, present and past psychopharmacological treatment and [30] [31] [32] [33] In order to explore differences between FAs with low vs high work and social functioning, we divided the total sample into two subgroups on the basis of the GAF scores; in particular, the LF subgroup included patients who presented a GAF score #70, while the HF subgroup included those patients who presented a GAF score .70.
assessment instruments
The SCID-5, according to the DSM-5 criteria, is a diagnostic instrument used by clinical psychiatrists or trained mental health professionals who are familiar with the DSM-5 system to make psychiatric diagnoses through a semi-structured interviewing process. 30 The SCID also provides a severity assessment and allows to establish the percentage of time in which the disorders have been present in the last 5 years.
The GAF is a scale for the global assessment of psychosocial and occupational functioning of the subject, regardless of the nature of the psychiatric disorder. 31 The GAF has 10 anchor points (each of which is further divided into 10 points), taking into account the psychosocial and occupational functioning of the subject, placing it in a hypothetical continuum of mental health (100) to very serious mental disorder with death risk (1). For each severity level, it provides a reference description: scores from 81 to 100 indicate not only the absence of psychopathology but also the presence of positive traits (wealth of interests and social relations, warmth, positive attitude toward life); the 71-80 interval indicates the marginal presence of psychopathology; and the 1-70 range indicates the presence of psychopathology of varying severity. The GAF scale is particularly useful in all those studies that require the assessment of global severity (or the level of welfare); its regular application in the context of the study also allows you to measure the degree of improvement. 34 The GAF captures both functional and symptomatic illness aspects, with the more severe impairment driving the total score, and has been used to evaluate psychopathological, social, and occupational functioning with no age limits. We preferred the GAF instead of other assessments that evaluated the impairment of functioning because at the time of the study, it was the most used scale in clinical practice for evaluation of functioning and was rapid to be used by clinicians. GAF proved to be a reliable and, within the limits of the indicators used, a valid measure of psychiatric disturbance in the sample of the severely mentally ill. Satisfactory reliability was obtained for total GAF score for symptoms and disability measures, in spite of rather having only one brief training session. 35 Despite recent current guidelines for rating GAF appear to be not comprehensive, theoretical and empirical studies have been suggested. 36 As already mentioned, our sample was divided into LF and HF based on the GAF score of #70 and $71, respectively.
The CIRS is a tool developed to evaluate the diagnosis of chronic diseases in adults and geriatrics, considered reliable for the recognition of comorbidities in general practice. 32, 37, 38 It is structured in 14 somatic items; the alteration of each one includes five different levels of severity, with values ranging from 1, absence of disease, to 5, at which disorders can put lives at risk, the treatment of which is urgent and the prognosis serious (myocardial infarction, stroke, gastrointestinal [GI] bleeding, or embolism). It can be used to obtain two indexes: the Severity Index, resulting from the average of the scores of the first 13 categories (excluding the category of psychiatric/behavioral disorders), and the Comorbidity Index, which represents the number of categories in which the patient gets a score of $3 (excluding the category psychiatric/ behavioral disorders).
The IBI is a self-assessment tool that can measure illnessrelated behavior, defined as "the behavior of a subject indicating a somatic pathology or physical discomfort". 33 It consists of 20 items, exploring two dimensions: work-related illness behavior, with items relating to limitations of work activity due to illness, and social illness behavior. Questions refer to the behavior habitually adopted by the patient in relation to health conditions. The 20 items are rated on a 6-point scale used by the subject to express his agreement or disagreement (more or less complete) with the allegations contained in the items. The score can vary, therefore, from 20 to 120: higher scores express a stronger illness-related behavior.
statistical analyses
Comparative analyses were performed using Student's t-test for parametric variables and Mann-Whitney test for nonparametric variables. In the case of comparison of categorical variables, chi-squared test (or Fisher's exact test when appropriate) was utilized.
We used the statistical routines of SPSS 25 for Windows (2018). On the basis of the global work and social functioning, we divided FAs into two subgroups in order to find predictive factors of functional impairment: LF vs HF.
Results
A total sample of 75 FAs was consecutively recruited with a mean age of 55.3 (±13.0) year. Most of the patients were females (n=56, 74.7%), married or cohabiting (n=47, 62.7%), and had a low level of education (,8 years, n=49, 65.3%). Almost half (46.7%) of all the FAs enrolled were not working at the time of observation, including unemployed and retired patients. The total sample reported GAF total mean scores of 74.5±11.7, with about one-third of the sample fulfilling criteria for LF (n=26, 34.7%) and two-thirds for HF (n=49, 65.3%). No statistically significant difference emerged between LF and HF subjects in the sociodemographic variables.
A family history of mental disorders was found in 77.0% of the total sample, with a slightly higher number of cases among LF patients (80.8%) compared to HF patients (75.0%) with no statistically significant difference. Statistically significant higher rates emerged among LF patients in comparison with HF patients (P=0.036, c 2 =4.378) for the past history of mental disorders reported by more than half (58.7%) of the total sample. Refer Table 1 for details.
On the basis of the SCID-5, a total of 53 (70.3%) patients reported a diagnosis for current mental disorders according to DSM-5 criteria, with statistically significant (P=0.001, c 2 =11.015) higher rates in LF patients (n=25, 96.2%) compared to HF patients (n=27, 56.3%). About 40.5% of the FAs met criteria for mood disorders, 23.0% for anxiety disorders, and 17.6% for SSDs. LF patients were characterized by a significantly greater percentage of mood disorders (61.5% vs 29.2%) compared to HF patients (P=0.014, c 2 =6.050). In particular, LF patients showed significantly higher rates of bipolar disorder type I diagnosis (P=0.012) than HF patients (Figure 1 ).
According to CIRS categories, the most frequent somatic symptoms resulted to be musculoskeletal-integumentary disease (muscles, bone, skin; 72.6%), lower GI disease (50.0%), endocrine-metabolic disease (46.8%), hypertension and genitourinary disease (45.2%), and upper GI disease (esophagus, stomach, duodenum, biliary and pancreatic trees; 41.9%). Refer Table 2 for details.
On the IBI, a mean total score of 61.6 (±19.5) emerged in the total sample: in particular, about two-thirds of FAs (65.3%) agreed with the statement "I see doctors often" (IBI-1) and about half (44.0%) acknowledged to complain when they had a physical illness ("I complain about being ill when I feel ill, IBI-9). Refer Table 3 
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carmassi et al significantly higher IBI total scores emerged in SSD patients (mean ± SD; mean rank =71.7±18.6; 48.58) compared to the other demographic group (mean ± SD; mean rank =59.5±19.3; 35.14) (P=0.041, z=2.046). SSDs were present more in the LF subsample (23.1% vs 14.6%), while instead in the HF subsample, there was no statistically significant difference.
About half of the total sample (n=36, 48.0%) reported ongoing psychopharmacological treatment at the time of enrollment with statistically significant higher rates (P=0.003) among LF patients with respect to HF patients. The most frequent ongoing medications in the total sample were benzodiazepine (BDZ) (n=20, 27.0%), followed by mood stabilizers other than lithium (n=12, 16.2%), selective serotonin reuptake inhibitors (SSRIs; n=11, 14.9%), tricyclic antidepressants (TCAs; n=6, 8.1%), and typical (n=4, 5.4%) and atypical (n=3, 4.1%) antipsychotics, with statistically significant higher rates in LF patients with respect to HF patients for BDZ (P,0.001), TCA (P=0.018), and current typical neuroleptics (P=0.013) use. Past psychopharmacological treatment was reported by more than half of the total sample (n=47, 62.7%) with statistically significant higher rates (P=0.009) in LF patients with respect to HF patients. The most frequent previous medications in the total sample resulted to be BDZ (n=32, 44.4%) followed by SSRIs (n=29, 40.3%), with statistically significant higher rates of past BDZ (P=0.007) and past TCA (P=0.045) use among LF patients with respect to HF patients. Refer Table 4 for details.
Discussion
To the best of our knowledge, this is the first study to explore sociodemographic and clinical characteristics of a sample of FAs in general clinical practice in Italy, with particular attention to possible differences between patients reporting high compared to low work and social functioning. 
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In agreement with literature data, we found FAs to be mostly represented by females, around 55 years of age, with a low education level. 5, 8, 20, [39] [40] [41] [42] It is interesting to note that the higher prevalence in the sample of women of average age 55 years could reflect a role of menopause and hormonal changes, whose contribution in the development of depressive and anxiety disorders is known. 43, 44 Women are also more vulnerable to stress and trauma, especially related to sexual and domestic violence, and this correlates with a greater incidence of somatic disorders. [44] [45] [46] [47] Not including these aspects of the demography may be a limitation of the study, so they would be included in a subsequent study.
Conflicting results have been reported in the literature about the high prevalence of marital status of divorced or widowed among FAs, as well as of unemployed occupational status. 12, 48 Our data seem to be in line with studies reporting most FA patients as more likely to be married or cohabiting because more than two-thirds of the sample were married, a slightly lower percentage than found in Gomes et al. 5, 7, 12 We also found comparable rates of employed vs unemployed patients, despite other literature data showing FAs to be mostly unemployed and retired, suggesting the medical consultation to be potentially facilitated by free time availability. 5, 21 This could be due to the fact that the FAs of our sample were middle aged compared to other studies where the subjects were older, and this would justify the higher rates of married and occupied subjects. 7, 8, 20, 42, 48 As far as mental disorder comorbidities are concerned, we found 70.3% of FAs reported a current diagnosis, with 77.0% reporting a family history for psychiatric disorders. Almost half of the sample (46.7%) also regularly assumed psychoactive drugs (mostly BDZ and antidepressants) that were mainly prescribed by their GP (82.4%). This relevant rate of GP prescriptions compared to specialist consultations may deserve attention. It is actually unclear whether the lack of specialist evaluation depends on patients' refusal, GP stigma, or poor offer of service from the health care system, even considering that the effectiveness of even one single psychiatric consultation that included specific treatment recommendation to a GP has been demonstrated. 49, 50 In line with literature data, major depressive disorder (MDD) resulted to be the most frequent current diagnosis (26.7%). 15, 21, 29, 37, 51, 52 This rate is quite relevant, considering the fact that MDD prevalence from the general population (Italy) is ~2%. 53 SSDs were the second psychiatric diagnosis (DSM-5) in this FA population (17.3%), and they tended to perform as feeling significantly worse and more physically disabled than all the other FAs according to IBI total score. It is interesting how this illness pattern behavior is crucial for distinguishing SSDs from other affective and anxiety FAs with somatic complaints. SSDs tend to express such persistent and inadequate medical help-seeking even after controlling for the presence of demonstrable medical disease. Anxious and affective FAs may be more responsive to the physician's reassurance; they often try to establish close relationships in order to feel free to contact them anytime. 54 The multicenter international study (n=1,146) conducted by the WHO explored the overlap between MDD Table 4 Psychopharmacological treatment in the total sample (N=75) and in lF (n=26, 34.7%) vs hF (n=49, 65.3% and somatic symptoms, confirming that two-thirds of the patients presented their depressive mood exclusively with somatic symptoms and more than half of them complained of MUS. 55 The identified somatic symptoms were the main reason for the initial visit to the primary care physician. 56 It has been also reported that painful symptoms may contribute to under-diagnosing depression in the context of general practice because of physicians' difficulty in identifying prominent physical symptoms. 57, 58 Panic disorder (PD) was represented in ~16.0% of the sample. PD has been debated as a long-standing condition in FAs that tends to lead patients to refer to their GP not only in the acute phase but also in the long-term phase; the presence of minor or sporadic panic attacks in the lifetime, in fact, could represent the source of persistent hypochondriacal fears or beliefs because of an anxious misinterpretation of somatic symptoms. [59] [60] [61] Our results showed LF FAs to report significantly higher rates of depressive disorders, associated with major severity from a psychopathological point of view. This finding was supported by a more represented family load for psychiatric disorders and previous mental illness. Somatic illnesses were found to be independent of functional impairment. It is important to point out how sick behavior and worry about physical health were more associated with LF than to medical disease; in fact, patients in this group tended to describe themselves as more impaired in relation to general health considering IBI scores.
Our results showed FAs to report high rates of musculoskeletal disorders (72.6%), followed by GI disorders (50.0%), hypertension (45.2%), and upper GI disease (41.9%). This is in accordance with the previous studies, suggesting somatization could play an important role in predicting high-utilizing behavior in primary care. [62] [63] [64] [65] [66] [67] [68] [69] [70] [71] [72] These data, consistent with subjective complaints, pointed out the relevance of pain in different somatic and visceral areas, particularly musculoskeletal and abdominal (stomach and bowel). These observations suggested an interesting link between FA population and bodily complaints not due to organic pathology and functional syndromes such as irritable bowel syndrome, fibromyalgia, and other pain dysfunctions (chronic pelvic pain, tension headache, etc). 73 In fact, the presence of somatic symptoms cannot be adequately explained by organic findings, and at least 33% of somatic symptoms in primary care and population-based studies are "medically unexplained". [74] [75] [76] In a study from Kroenke and Mangelsdorff, 77 the proportion of FAs with MUS was 54% in gastroenterology clinics, 50% in neurology clinics, 34% in cardiology clinics, 33% in rheumatology clinics, 30% in orthopedics clinics, 27% in otolaryngology clinics, 17% in general surgery and gynecology clinics, and 15% in pulmonary clinics. In the case of patients with somatic syndromes, major problems may result from the typical self-perception of these patients as being physically ill; as a consequence, they tend to seek repeated medical examinations and treatments, develop a "doctor-shopping" attitude, and reduce physical and social activities because of bodily weakness and decreased physical capacities. 64, 78, 79 It is interesting to note that the frequency of symptoms highly correlated with BDZ prescription has been related not only to anxiety but also to insomnia and depressive disorders. [80] [81] [82] [83] Parker and Graham 84 reported that treatmentresistant depression was found to be related to higher BDZ use and thus may account for our findings showing higher rates and severity of the depressive disorder among the LF FAs. When discussing these results, we may also consider the fact that among primary care patients, the majority of chronic BDZ users took BDZ because of aspecific indications, such as pain complaints (in particular, 38% were prescribed for back pain, neck pain, headache, or other pain complaints); typical somatizations that bring the patient to contact frequently the GP are associated with frequent attendance, leading to one of the contributing factors to the high prescription rate in these patients. [62] [63] [64] [65] [66] [67] [68] [69] [70] [71] [72] [85] [86] [87] [88] When discussing the results of the present study, several limitations should be taken into account. First, a possible bias in our study might arise from the fact that our sample included FAs who voluntarily participated in the study and thus may affect the rates of symptoms recorded, leading to overestimation. Since the study was directly proposed to patients by GPs, we did not record how many patients refused, and this is a limitation of this study. Moreover, since GPs participating in the study were from central Italy, our study sample may also not be fully representative of the Italian population. When interpreting our data, we may argue that surprisingly a high rate of psychopathology among LF FAs could be addressed as all included patients was informed about the study and made an informed choice to participate. On the other hand, we also argue that somatic illness triggers anxiety and depression symptoms to the extent that fulfills diagnostic criterions of mild to moderate severity. A reason for underestimation in our study may also derive from the exclusion of patients with a high severity psychological distress (psychotic features) and with serious medical conditions such as to justify the regular attendance in the opinion of the GP. Another possible limitation is whether the approach has made a difference to these patients as we could not evaluate 
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Frequent attenders in general medical practice in italy whether the approach made a difference to these patients or if it affected their frequent attending. In this regard, a followup study is warranted.
Conclusion
When looking at the multifactorial etiology of frequent attendance to general medical practice, it is important to keep physicians from falling into the vicious circle of repeated examinations and futile "treatments" despite the lack of evidence of organ pathology. Besides the fear of overlooking a genuine physical disease, GPs may have insufficient knowledge and skills in diagnosing and handling behavioral dysfunctions and underlying mental disorders. Therefore, the risk may be to pursue organic diagnoses, being reluctant to use stigmatizing diagnoses and keeping the patient in the sick role. The lack of accessible competent psychiatric service for referral may give the doctor no alternatives but to try treating the patients, and insufficient time to properly manage FAs may add difficulties to approaching these patients. Furthermore, appropriate treatment for mental disorders may be missed in general medical settings. Tailored treatments aimed at reducing consultation rate must necessarily address this perspective. In this regard, our study sheds some light on the complex clinical variables contributing to higher levels of impairment and work and social functioning in FAs, suggesting the need for further studies.
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